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Amendments to the Claims : 



This listing of claims 
listings, of claims in 

Listing of Claims z 

1 (currently amended) : 
(I) : 



:will replace all 
;the application 



!:A ; serine protease 



cy 
(i) 



wherein : 

R 2 isj_ 

(i) phenyl optionally be in g substituted in the 3 and/ or 
4 position by halo, nitro, thiol, haloalkoxy, hydragido, 



I prior versions, and 



inhibitor of formula 



alkylhydrazido, amino , : :- cyano , haloalkyl.:, j alkylthio # alkenyl 



etlkynyl, acylamino, tr i orjdi L luoromct hoky , carboxy, acyloxy, 
MeSO ? - or R i , and optionally s u bstituted- at the 6 position by 

amino , hydroxy , halo , jal kyl , carboxy , alkoxycarbonyl , cyano , 

amido, aminoalkyl , alkpxy or alkylthio;, j 



(ii) naphth-2-yl 



optionally substituted at the 6 or 7 



po sition by halo, haloalkoxy, ha loalkyl,: cyano, nitro, amino, 



hydrazido, alkylthio, ;alkenyl, a lkynyl :: 



substituted at the 3 p os iti on by ami no ; 



or Rij and optionally 



hydroxy, halo, alkyl, 



carboxy, cyano, ami do, ,: aminoal ky l , alkoxy or alkylthio; 

(iii) isoquinolin^7-yl , i rid ol-5-yl,; indol-6-yl, indazol- 
5 -yl , indazol -6-yl , ben zothiazal • 6 - yl ox; benzisoxaziol-S -yl 
optionally substituted- at t he 3 position by halo, haloalkoxy, 



@)004 



i 
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haloalkyl, cyano, nit riff, am i no, bydra z ido,, alkylthio, alkenyl, 
alkynyl or 

(iv) benzimidazol-^-yl pit be nzothipU ; ol-6-yl optionally 
substituted at the 2 positio n by amino; 



(v) thien-2-yl or fchie n -3-yl opt i oiiallly substituted at 



the 4 or 5 pos ition by halo, hal oal ko xyjj Ihaloalkyl, cyano, 



nitro, amino, hydrazidoi : , alkylb hi o, alkynyl, alkynyl or R n ; 
(vi) 3,4-methylenedi oxy phenyl, 2 , 3 jidihydroindol-6-yl , 



3 , 3-dichloro-2-axo-indbl-6-yl or l-menhyli-3-aminoindazol-5-yl ; 



(vii) benzothiazoi.-2 - yl f imida zo [lj, 
tetrahydroimidazo [1, 2-a : S] pyrimi din -2-yl ; : 



(viii) pyrazol-2-yl opt i ona lly substituted at the 5 



position by halo, haloalkox y, ha loalky l 

hydrazido , alkylthio , alken yl , a Ikynyi or| R j ; 



(ix) pyrid-2-yl opt i onally subst ituted at the 5 position 



by halo, haloalkoxy, haloalkyl , c yano, fii.it ro, amino, 



hydrazido, alkylthio, aikenyl , a Ikyny i dr; R j ,- 

(x) pyrid-3-yl optionally substituted at the 6 position 



by halo, haloalkoxy, halo al kyl, cyan o , iplibro, amino, 



hydrazido, alkylthio, al k enyl, a Ik ynyi o ! r; R 3 ; 



(xi) benzofur-2-yl; o ptiona l l y substituted at the 3 



position by amino, hydroxy, hal o, alkyl ; 



a mido, aminoalkyl, alkoxy or alk ylthio and at the 5 or 6 



position by halo, haloalkoxy, h a l oalkyl \ 



hydrazido, alkylthio, alkenyl, alk ynyl R ljJ - 



(xii) indol-2-yl optional ly substituted on the indole 



nitrogen atom by alk y l : and opti o n ally substituted at the 5 o r 



6 position by halo, haloalkoxy, h aloalk^ 



amino, hydrazido, alkylthio, a l k enyl , a j kynyl or Rijj _ 



jxiii) indol-6-yl: Substitu te d at the.i 5 position by amino, 



hydroxy, halo, alkyl, carbo xy, alkoxycarbonyl , cyano/ amido, 



aminoalkyl, alkoxy or alk y lthio and o p tionally substituted at 



2-.- a] pyrimidin- 2 -yl or 



cyano , nitro, ami no , 



carboxy, cyano , 



cyano, nitro, amino. 



li, cyano, nitro, 



©005 
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the 3 position by halo,! haloal kx ^ y, hal; 



>alkyl , cyano , nitro , 



ikynyl or Ri j ; or 



amino, hydrazido, alkylthio, al kenyl, 

(xiv) benzo[b] thiophen-2 -yl optionally substituted at the 
3 position by amino, hydroxy, h alo # al kfr-1, carboxy ' c Y anQ / 
amido, aminoalkyl , alk6xy or alkylthio jafid at the 5 or 6 
position by halo, haloalkoxy, hgj oalkyi|[: ■ i cyano , ni tro, amino, 
hydrazido, alkylthio, alkenyl , kynyl :|>r R x 

R n is hydrogen; hydroxy; alkoxy; ajjlkyl; alkylaminoalkyl ; 

alkanoyl ; hydroxyalkyl j alkoxya Iky 1 ; ajkoxycarbonyl ; 
alkylaminocarbonyl ; alky 1 am ino ; ,j:aLrb_o x^k .) carboxymethyl ; amido 
(CONH p ) or amidomethyl; j i ! 

R 1 j is : hydrogen; { hydroxy; alkoxy ;]j alkyl ; alkanoyl ; 

hydroxyalky l ; al koxyalkyl ; alk o, <ycarboi|yi ; alkylamingi 
carboxyl; carboxymethyl; amido (CONH ?. ) j^r amidomethyl ; 

a 5 or G mcmbcrcd;! aromatic carbon jjring optionally 
interrupted by a nitro yci^r-oxygoit— siikphur ring atom, 
epfe3r€>^ a3rly being substituted in the 3 akd/or <L po gnir bion (in 
relation to the point -of attac tee mcnt of X X) — by halo, — nitro, 



thiol/ haloalkoxy, hydra -sH^o-r-- a Iky^h ydi^isido, amino, cyano, 
ka4 ^alkyl, -- alkylthio, 'alkenyl, alkynyl j|^koy arama ^o # tri or 

or R^, or the 
wbn together form-a - 



di f 1 uo romc t hoxy , — carboxy, aoyloxy/ McSi 



oubatituonta — a - t - the ■■ 3 or 4 pocilbiona t. 
#fcfr& cd ring which Id a 5 or G memteed- 



ferbacyclic or 



hcterocyolie r - ing optionally gubotitiitcp; by halo, haloallg eseyr- 

'II 5 

haloalkyl , — oyano> - - nitro ? - -^mtifKj > ^ty dragJUdo, — alkylthio, — alkenyl , 



ieaaa-Wry •• &^t^e^ir t - i^t < ed in the position 

J 



al kynyl or R^-j_- 

alpha te^ - t - he X X group. (i.e. — G poaitioijj: far a oix-rr tefftbe^ed 



aromatic ring - - e-fee ) — fey - amino, — ky dr roxy , — Hailo, — alkyl , — oarboxy 
alkoxyearbonyl , — cyano,. amido, — a minoa - lk]kl, — a - lkoxy or alkylthio 
with the proviso that R2 cannot be aminoiisoquinolyl , 
X~X is CONH; 

each X'-Ginde-pe^de^l-y—ir^-ci- — O-jjo i r S atom or a CO, 
GR^t— G^ftjte^— ©3=^-N?^^-^5;Ottp-r---^ t - -bo a3i: fine X being C, CO, CR^ , 
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rnnh T ? la i nHnpo.ndnnt T y rnp m oonto 



alkexy; — alkyl , — ami no a 1 k.y l 7 — h ydr oxy a 1 Icy 1 



t ydrogcn or hydroxy! , 



alkojcyoarbonyl , alkylaniinocax > bo. Hyl-; — a lky 
acylojcymcthoxycarbonyl ibr olky l a m ino op) i ; tonally aub - Dtitutcd by 
hydroxy, — al kyl amino 7 — alkcoty , — e^e— - airy! by? oycloalkyl; 



Rq, is— aa dofinod for ftg^v - pr ovided 

unoubotitutcd aminaalk y|l ; 

Y (the a- atom) is ja CH group; 

Cy is 2 -trif luorom et hyltblo phenyl , 



2 - ethoxycarbonylmethoxyphenyl , an optioflkilly R ^ ^ substituted 



p henyl , naphthyl or cydloalkyl gro up, oitfl ja phenyl group 



substituted by R ^-jX-f in- which X -; is a bQrid, Q, NH or CH ? and 



R3 is phenyl, pyridyl jbr py rimi dinyl oj 



by R ^ a io a aaturatcd-eg unaatur -a £-c*eh — me^ 



homocyclic group, optionally G ub otitutc&j by groupo R^. or 



each independently is hy drogen 



aralkyloxy; carboxyalkoxy ; al kyl ,- a Iky lc m'inoalkyl ; 



hydroxymethyl ; carboxy ,- : alko xyal kyl ; al &pixycarbonyl ; 
alkylaminocarbonyl ; amih o methyl ; CONH ? ; j 
6C) alkanoyl amino; alkoxy c arbony.l ainino ; 
nitro; thiol; alkylthioj- alkyl s ulphonyl j; 



alkylsulphonamido; alkyl amin osul phony 1 ; 



haloalkoxy; haloalkyl; a group o f the fcfemula -C (X 3 ) N (R 11 ) R 12 



(wherein X 3 _is Q or S and R 1 1 and R 12 _ai fe independently 



selected from hydrogen, ; : m ethyl , ethyl , cjr: together with the 



nitrogen atom to whic h t h ey are a ttach.ee? j form a pyrrol idin-1 



yl, piperidin-l-yl or mbrpholi no group ; 



bonded to two adjacent ri ng atoms in Cyfc-7 — amino; — halo, 



oyano , — nitr ^ — thiol , — alkyl - thio, — alkyls - ui|phonyl 



alkyl sulphonyl , — triazo4yl- — ami d a z olyl , — fetrasolyl , — hydrasido r 
alky limidagolyl , — fe iftiazolyl , — atl-ky^ thiaaoi — alkyloxasolyl , 



"Qlkoxy alkyl , 
kycarbonylamino , 



t3nat-R j_ - in not 



&- dimethyl aminophenyl , 



b-ionally substituted 



j q or poly cyclic, 



I hydroxy! ; alkoxy; 



^Wi no; halo; cyanpj 



! ialkylsulphenyl - t 



ktninoBulphonyl ; 



for -OCH ^ O- which is 



@1 007 
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oxasolyl ; — a 1 ky 1 o ul p honaimi do , — &-1 ky laminQ&uilphanyl , 



aminosulphonyl / — haloalkoxy , — ha 1 oa lkyl , 
C (X ^^^Hft" 3 ^-)^ ^ (wherein X^ — are • o or c ; 



i 



group of tho formula 
id and arc 



independently selected ;f -r-om— hydrogen/ — methyl - or othyl or 
together with tho nitrogen atom - to ■ wh ircg |f ' St hey are attached 
form a - pyrrol idin 1 yl / pip e-g-id in 1 yl 



morpholino group) , 

•en? — ©GH3.© — which is bond is d to two adjacent ring atomo in Cy ; 
Xj_ is a bond, O, NH or QB 2 ; 

&3i ^ s phenyl, pyridyl or pyrimidijpyl optionally 
substituted by R3 a ; and j|| 
R-2 -. e, aad R^ - arQ ap defined - -f a-3e-^i a li 

L is CONH , CH ^ NHCO , CQNHCH ? f CON HcfccH^ or CON (Me ) CH ?a^ 
organic linker group — containin g- 1 to — 5 Ibajclcbonc atomg — s o l octcd 



from C, — — O-and S, — or a branc hed alkyl^ 
Lp(D) n ^ s °f tlie formula: 



— * a X— (L a )--(G) t -(L, 

: (CHJ) r 



selected from a single 
;drogen or ( 1- 



in which: 

r is 1 or 2 ; 

X a is CH and X b id N; 

s , t and u are each 0 or 1 ; 

L a and are each independently 
bond, C=0, O and NR]_ e/ ;in which R le is 
6C)alkyl; 

G is (1-6C) alkanediyl ; and 

R 10 is (l-6C)alkyi; (3 - 6C) cycloalk| 

unsubstituted or substituted by (l-6C)ai 

f 

pyridyl ; tecrahydropyranyl ; tetrahydrotf 
{which is unsubstituted or substituted 
[wherein R3 is hydrogen, hydroxyl, a 

6C? alkylarnino (1-6C) alkyl , ( 1 - 60) a 1 kanoyf | a|l ky 1 — (optional^ 



ilkcE b/. 



lor ayelic grou p ; and 



1 



|li [which is 
fcjyl] ; indanyl; 
[ippyranyl ; phenyl 
iy one or two R3 gz^oups 
(l-6C)alkyl, (1- 
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■s^tfe ofebfeutQd. by hydroxy, alkyl am -i-no-? — a We 



cyoloalkyl) , (1-6C) hydroxyalkyl , carb o; 



5C) alkyl hydroxyalkyl — (optional 1 y - oubc tinted by hydroxy. 



alkyl ami no, — alkoxyy 0x67 - aryl or cycloojffic/1) , alkoxyalkyl , 
alkoxycarbonyl , alkylamin 
acyloxymethoxycarbonyl , 

aminocarbonyl (1-5C) alky l afriinoa Iky 1 — (optLp 



nocarboriyl , alkj 
airiinomsth yl , arr 



hydroxy ; — alkyl amino ? — aikoaey^ — e^re-? — aryl, 
methyl amino , dimethyl ami no , eth yl amino, 



acetylamino alkylamiiao - (optionally Bubatiffeutcd by— hydroxy 



alkyl ami no, — alkoxy , — oxo, — aryl or* oyoloaB 



cyano, nitro, thiol, alkylthi 
alkylsulphenyl , triazolyl. 
alkyl imidazolyl, thiazioiirl 

oxazolyl , alkyl sulphonaimi, do , alky 1 ami np^up. phony 1 , 
aminosulphonyl , haloalkoxy 
group of formula: 



in which v is 1,2 or 3; 
CH or N (provided that 
and R-n is hydrogen, (1 
6C) alkyl; provided that 
when Xfc, is N, L a is a 
or C=0; when X}-, and X c 
(G) |- - (Lj-,) u represents an 
represent N, the alkyl 
carbon atoms ; 

or R 10 is hydrogen 
e- r tho compound of 



mot - kox - ybonzoyl D, L — (-3 — t r i r 1 u o xc : m ire-fefoyl ■fcJap 



22, 2003 
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lo, alkylsu 
imidazolyl , 
alkyl thia 



oxo, — aryl or 



carboxy ( 1 - 



jxycarbonyl amino , 
gpcarbonyl , 



>hally - s -tefe botitutGd by 



>r cycloal k yl) , 
:prmylamino. 



Lyl) , amino, halo, 



I 



or haloalkyr) 



(CH/) v 



*11 



jhonyl , 
;ejtrazolyl , hydraz ido , 
ibjlyl, alkyl oxazolyl, 



pyrrol inyl; or a 



one of X c and X# 
wh an v i«i l, x c I ,bid 
2) alkyl or whJ j 
wien t is 0, tt| 
bond or C«0; wh 
arpa both N, t i 

alkyl yroup arj?| 
gr^up contains 



and 



b, t and u 
f brmul ct- -{£-) — tfeal 



is N and the other is 
Xd are not both N) ; 
is CH, hydroxy (1- 
•isum of s and u is 1; 
:jx c is N, Lb is a bond 
1|; and when (L a ) g » 
jXfc, and X c both 
least two chain 



Mode 
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glycinyl] aminomcthyl } — 1^1-! 

but excluding the co 
phenylglycinyl) aminomethy], 

or a physiologically 



arRr&e^ rruptGd by a nitroge n 



MARTIN A HAY AND CO 




tripound 4 - [ (3-e 
i -1- [4-chloro: 
tolerable sal 



;inhibitor according 



2 (currently amended) : % serine proteasi 
to claim 1, 
wherein : 

% ' io a 5 or C mcmbo - jcd ore ffK- i - tic cd|bbon ring optionally 



f 

oxyg e n or ou! 



optionally being o ub 3 fc-i feuded in the 3 — etk 



relation to the point of cttach o mont of j j 



thiol , haloalkoxy > — hydra zi de-; — a IJ cylhydr 



haloalkyl , — alkylthi o-? — alkejnyl , — a 1 Jcy ny-1-r 
di f luor omc thoxy , — carboxy r- 



□ub3 %- ituont3 at the 3 or- 4 



fuocd ring which io a 5 j or 



hctorocyclio ring op fei-e nally pubntitut e 



haloalkyl ^ — cyano , — nitro ; — affti-ne-? — hydro - ai - 



alkynyl or and optionally cn A xjtitut! 

alpha to tho X X group — 



aromatic ring etc) — by aminor hydroxy s — h^ 
alko xy oarbonyl , — cyano , — &m>± 
with - the provioo that R gr 
-e ach X independently - 



or C(R q^±2rf- 
- each It g.gr- 



alkoxy, — alkyl , — aminoalky - i -y 



alko se yoarbonyl , — alkyl amin 
acyloa eyrR Cthoxycarbonyl cba ? 
hydroxy, — alkyl amin e-? — alko?^ 



-R3 . io ao defined for 



Qcylo xyr- 



pooi bi ona tali 



-6— m cmbcircd -ej 



e-: — 6-p onition | 



n — cnTi±r ioal3cyi1 
—bo ami noj 



la a C r ?h — ©— <| 



-1- eaat oris 



i hydro x yalkyl J;:: 



ioxybenzoyl -D , L- 

zyl ] piperidine ,- 
thereof . 



feur ring atom, 



— 4 pooition — Hrfi 
— by halo , — nitro, 



ido , — amino , — cyai ^ 



ipylam - ik *©^ — tri or 



-k - together form a 



booyclio or 

by halo -y — haloalkoxy, 



— alrky- 1 thio , alkenyl , 
|d in the position 



or a oix mcmbcrcd 



alkyl , — carfe e^ 



alkoxy or alkylthio 
^&e quinolyl 



S atom or -i a CO, 



"X being G, — GQ-, — 



drogen or hydroxyl, 
alkaxyalkyl - ; 




B) oio 
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unoubotitutod aminoalkyl 



-^f — (thc-a atom) — io ;a CH group; 
Cy is an optionally su bs ti tut 
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cycloalkyl group iig-a-g^ fe-i igatQd or unoa 



cyclic , — homecyclio gag€ *jqp ' optionally 



02? - phenyl optionally oubgtitutod by - R 

each R3 a independently is hydroger| 
alkyl; alkylaminoalkyl ■ hydroxy me t hyl ; Iptrboxy; alkoxyalkyl , 



alkoxycarbonyl ; alkylarni npcarbo nyl ; amjjjj 



CH 2 CQNH 2 ; (1-6C) alkanoylafttino ; cilkoxycaj 



halo; cyano; nitro; thiol 



^ alkyl thio; 



alkyl sulphenyl ; alkylsul p; 
aminosulphonyl ; haloallcoxy or haloalk y 



lonami do ; a Ikyflpmi no sulphonyl 



cyano , — nitro, — thiol , — a ]i ky S ffeh4o •>•■ a 1 ley 1 o 
alk - ylau - l - p h onyl , — fe g - i - a - so - lyl 



a r lky - l — = fcmidaz «e lyl , — thiazolyl 



ewateoiyi-T — a^rk y - ^Dulphondmido 



ef ninooulphonyl , — haloalkoix:; 



arc ao 



Rj- e and R^ .- 
_ L is an organi - G"l4n -ke9^ 



atom s — Delected from C, ;N, 



cyclic group; — and 

fcp(D) R - io of the 



f ormul 



in which : 

■ 2T- io — 1 - or 2 ; 



3 ^ ia CH and Id N 

i 

•9-7 — t and h ■ a - gro oadh 




featcd, rnon e— or poly 



]011 



phenyl , naphthyl or 



iitutcd by groupo 



j 1 : hydroxy 1 ; a 1 kox:y 



^methyl ; CONH 5 ; 



poiiyl amino ; amino ; 



cyl sulphonyl ; 



:phonyl ; 



■ and 




.-7 — — halo , 



:ragolyl> — h-yd-ira-zido , 



jplyl, alkyl - oxaaolyl , 
^ulphonyl -r 



ing 1 to 5-baolsbe ae 



^^5 H=i<ghQd alkyl — ene 
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ibQ . and arc cacti - independently qfflcctcd from a oinglo 



bond, — C - O, — O and NR ^r 
GO alkyl; 



G io — (X 6C) alkanocMyl:; — emd 



Rg. ^ia (1 GC)alky] 



(which ia unaubotitutadj oubu i-i tutod 



[wherein R^. i o hydrogen 



aubatitutod by hydroxy,^ -a l-ky 1 am i no , ■ a H 



syclo a lky" 



hydroxyaI J< 



alkylamino, — allcoxy; — 



alkoxycarbonyl , — alky! an: 
acyloxymothoxycarbonyl j 



unoubotitutcd or puboti^ufccd b y- (1 GC) djjEgcyl r h — indanyl 
pyridyl ; — fc citrahydropyrc 



iydr oxy3r- 



i xxyl o r- oyaloi: 



hydroxy , — alkyl amino, — a3|I|oy:y 
alkyl amino — (optionally { 



^ifeesey-T — oxo , — aryl — or-o 
fc - hiol > ■ alkylthio, — al - ky 



jr mida-zolyl , — tctraflolyl , 
thiazolyl , — alkyl thia a 



alkyl culphonamido, alky 
haloalkoxy or haloalley] 



in which v ia 1> — 2 or 



io CH or N; — g reovidcd ttijdl: 
&7 — and R3-3- is hydrogen J (: b^— 6G| ai 
hydroxy (1 SG) alkyl ; prqjyiajp d- 



and u ia 1; when is ji 



MARTIN A HAY AND CO 



22, 2(.103 

) - n - 



C3 6C ) cy aloalkral- [which ia 



whi c h- -R^q. a a Hyd r ogen or — f=b 



tot rahydr a-fe Klopyranyl , phenyl 



ay one or two Ra grou p o 



*iiy- 



i] kyl — fepd 
-oxo-j — aryl 



u bptitut.cd by - hp3xoxy , — alkyl amino , 



lpjalkyl r) — - amino 



ulphonyll " - alky a 



hydras J .- do 7 — alkyK; imidagolyl 



-yir? — ajrkyl oxazo. 



aijqino sul phony 1 , 



-; pyrr ol inyl ; 



*c /3- 

(CH$) ¥ 



k 1T 



alkyl — (optionally 



by hydroxy, 



sy3H 



ilkoxyalkyl , 



cyoarbonyl amino , 



pnally pubotitutcd by 



cy o loalkyl) 



halo/ — cyano , — nitro, 



S phenyl ; — triaaolyl ; 

1 



3jr a group of formulae 



rjb.minoculph.onyl , 



if 
I 



one ■ o f— and io N and the ofah &a? 



a:- 



^h on v io 1, — p^_ ,arid are n< s* fc both 




121012 
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^ ip a bond or Q-=Q -; — wis 
when (Ij^-Kg. (o?^ — tf^f 
both rcprooont N, — the- 



1 



carbon atomo , 

or a - ^hyoiologicai 



3 (previously presented; 
according to claim 1, 
hydroxyl, methoxy, eth< 
butyl , 2 -butyl , t -butyl 
isopropylaminomethyl , 
diethylaminomethyl , di 
hydroxyethyl , carboxy, 
methoxycarbonyl , ethox}| 
dimethyl aminocarbonyl , 
aminocarbonyl (1-5C) alk} 
ethylamino, formyl amine : 
cyano, nitro, thiol, me ] 
ethyl sulphonyl , isoprojc 
triazol-2-yl , 1 , 2 , 4-trd 
imidazol-l-yl, 1, 3-imidc 
methylsulphonamido , etV 
methylaminosulphonyl , 
propylaminosulphonyl , € 
txif luoromethoxy, trif 1 

4 (previously presentee 
wherein r is 2 , 

5 (original) : A compour 
is of the formula: 



MARTIN A HAY AND CO 



jroqon <frf> and alfeyl group and and 

.o at loaot two chain 



:yl ' group con fe 



i 



;22, 2003 

- 12 » 



and X e -€HE^ 



@ 013 



|both N, t io 1; and 



tole r able oa. 



A serine prot 
rein R J is ■ se 

methyl , eth}$ 
ipentyl , 2-pent| 
\ 5 1 hy 1 ami no -met 
:iylaminoethyl , 
rboxy (1- 5C) al 
^bonyl , methyl 
.inomet hyl , ami 

methylamino, 
, ice tyl amino, a 
.^lthio, methyl 
Sulphonyl, met 
'jsl-4-yl , 1,2,3 
ili-4-yl , tetraz 
feulphonamido, 
r l amin o s ulphon 
IJiosulphonyl , 
romethyl and t 

;A compound ac 



according to c 



■ thereof , 



ise inhibitor 
±ed from hydrogen, 
propyl , 2 -propyl , 
, 3 -pentyl , 

||.cetyl , hydroxymethyl , 
methoxymethyl , 
kinocarbonyl , 
pcarbonyl , 
ilmethylamino , 
jno , f luoro , chloro , 
Llphonyl , 

flsulphenyl , 1 , 2 , 4 - 
riazol-4-yl , 1,3- 
-1-yl, tetrazol-5-yl , 
Bropyl sulphonamido , 



chloromethyl . 
Srding to claim 1 

jim 1 wherein Lp(D) n 
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wherein: 



q ig 1 or 2 ; 



tua \l 



R s is hydrogen, - 
0, 1 or 2 ; wherein R c i 
bear a fluoro, chloro, 
methyl aminosulphonyl , 
methyl sulphonyl amino, 
and R e and Rf are indej 
CHR e Rf is (3-6C) cycloal 
hydroxymethyl substi 
the substi tuent is not 
to L) , tetrahydropyran^ 
(which may bear a 1 -mei 
may bear a 1 -methyl s 
tetrahydropyranyl , te 
piperidinyl rings are 
group through a ring n: 
adjacent to a ring oxyc 
2-yl] - 



f; 



d .methyl 



. Ut 



6 (canceled) . 

7 (original) A serine 
wherein -L-Lp(D) n is o 
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@014 



12 , 2003 .: 
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(CH 2 ), 



2/q. 



c , -CHR e R| 



;iyridyl or 
•dhyl , CONH2 



P he |j 

. Jj 

aminosul^jf 
iloxy or methyl;^ 
dently hydrbgdj 
L (wbi.r.'h may tnl 



iohded 



or 



jat the 3- 

to the; CJ 

: ! it? 

t e t r ally drd thill 

: ■ I 

iyl! subs ti tuent )| 



jj tuent) (provi]^ 
roth±opy£an 



t| ihydr 
j pt} : ; linked tojthel 

V . ;? 1 

rogen atom or a| 
Jrl-,: sulfur or 



jjfffotease inhibi 
the formula 



or - CH2 - CHR e Rf [c is 
1 (which phenyl may 

NH 2 , 
|>riyl , 

llphonyl substi tuent ) 
I or Ci_3alkyl; or 
|r a methyl, ethyl or 
jjposition, provided 
gjroup which is bonded 

Byranyl , pyrrol idinyl 



I piperidinyl (which 



i^d that the 

pyrrol idinyl and 
iperidin- 1 , 4 -diyl 
iting carbon atom 

i 

iogen atom) or indan- 



according to claim 2 
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wherein 



q is 1 or 2; 



s is 0 or 1 ; and 



16 



(CH 2 ) 



c~ R c > 



or 2 ; R c is pyridyl or 
chloro , methyl , CONH 2 / 
d ime t hy 1 ami no su 1 phonyl , 
methyl sulphonyl subs t it 
hydrogen or C 1 _ 3 alkyl;i 
bear a methyl, ethyl or 
4 -position) , cyclohexyl 
hydroxymethyl substitut 
tetrahydropyran-4-yl , 
yl (which may bear a 1- 
(which may bear a 1-met 

8 (previously presented 
wherein q is 2 . 

9 (previously presented 
wherein Lp (D) n is selec 
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H 



(CH 



> (CHJ|: 



or ^CH 2 ! 



iCKR e Rj 

nenyl ( which i 
?02jNH2, methyiardJ. 
i^&thyl su lphojnylji 
rit) and R e jandi 
•jCHR e Rf is Icy 4 
lfcrjdr oxy met hy i 
tfhich may belar 
at the 3-: ; or! 
rjahydr o t hi ogy r i 
:hyl sub;3tiituei|f:; 
substituent) [ 



JylL 



A compound ; :'acq 



A compound jac i 
d; from one of 




©015 



|HR e R f [wherein c is 1 
may bear a fluoro, 
Sosulphonyl , 

, methoxy or 
|f are independently 
|pentyl (which may 

|stituent at the 3- or 

t 

i| methyl, ethyl or 
'Imposition) , 
-4-yl , pyrrolidin-3 - 
{:) , piperidin-4-yl 
[or indan-2-yl] . 



©jirding to claim 5 



^(|&rding 



tlfe 



to claim 1 
-following formulae : 
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@1 016 



wherein m represents 0 

10 (previously present^! 
wherein R B is selected 
yl, but-2-yl, pent-3-yS 
eye lohexyl methyl , l-me1|'i 
yl , tetrahydrothiopyxaijlj 
pyrid-3 -yl , pyrid-4-yl 
indan-2-yl. 

11 (canceled) . 



ording to claim 7 
rom: hydrogen, jjtjjssthyl, ethyl, prop-2- 
byc^ppentyl , cyclohexyl , 

\ ! it !Jr! ' 

tetrahydropyran-4 - 
-yl , phenyl*, telizyl , pyrid- 2 -yl , 
jiyrid-O -ylmejChj^llit pyrid-4-ylmethyl and 
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12 (canceled) . 

13 (previously present 
wherein R2 is selected 







(H') 

wherein X4 is O o 
fluoro, chloro or meth; 
methyl , ethyl , fluoro , 
from hydrogen, methyl, 

14 (previously present 




12)017 



ording to claim 1 
rmula (A 1 ) to (H') 



<C) 



kd from hydrogen, 

ted from hydrogen, 
Iky and R15 is selected 
amino . 

ording to claim 1, 
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wherein R2 is 4-methox; 
2 -yl , 5 - chloroindol - 2 ~: 
methyl indol- S -yl . 

15 (canceled) - 

16 (canceled) - 

17 (canceled) ; 

18 (canceled) : 

19 (canceled) 

20 (canceled) 

21 (previously present 
wherein R3 a is selected 
ethoxy, methyl, ethyl, 
hydroxymethyl , carboxy 
ethoxycarbonyl , methyl 
aminomethyl , CONH2 , CH 
methoxycarbonylamino , 
butoxycarbonylamino , a 
nitro , thiol , methylth 
methyl sulphenyl , methy 
methylaminosulphonyl , 
trif luoromethoxy , trif 
piperidin-l-ylcarbonyl 
(which is bonded to tw 



22 (previously present 
wherein R 3a is selecte 



henyl , 3 - amino - fSE 

j ! 

j{L, \ indol-6-ylil, 3: 



MARTIN A HAY 



t;i.?22 # 2(103 
- 17 - 



A compound 
jiom hydrog4 



n, 



me t hy 1 am i nom£ t hy|i 



. rjik t hoxy uie t hy 1 



irtino c a r b o ny 1 :,j 

: ' i • ': i 

/ acetyia'iuao 
tiljlpxycarbonyi ami^io , t - 
xrip, fluoro, 



,;j me3thyl.su 

j 

sulphonyl ami 
ethyl ami nosu! 
ubromcthyl , 
•Jnorpholin- 
i ;;k : clj accnt riij 



:l 



^djiji A compo- 
fr-rorn hydrog? 



phi; 
ori 



db , 



iq: 



■uirpld 



en, 



chlorophenyl , indol - 
fchloroindol-6-yl or 3 



CO 



1018 



try 



according to claim 1 
I hydroxy 1 , methoxy, 

dimethylaminomethyl , 
thoxycarbonyl , 
dimethyl amino -carbonyl , 



ifsFO, bromo, cyano, 
jfl , ethyl sulphonyl , 
t hy 1 sul phony 1 ami do , 
isyl , ami no sulphonyl , 
idin- 1 -yl carbonyl , 
|rbonyl and -OCH 2 0- 
ms in Cy) . 



cording to claim 1 
ydroxy 1 , methoxy , 
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ethoxy, methyl , ethyl , 
hydroxymethyl , carboxyi 
ethoxycarbonyl , methyl 
aminomethyl , CONH2 , CH: 
me thoxycarbonyl amino , 
but oxycarbonyl amino , a 
thiol, methylthio, met 
methyl sulphenyl , methy[ 
methylaminosulphonyl , j 
trif luoromethoxy and tj 

23 (previously presentji 
wherein Cy is 



wherein: 

R c is selected fr* 
trif luoromethyl , methq 
methyl sulphonyl ; 



is selected 



\ nefehy 1 ami n ome|£hy|j , 
rtietlioxyinethyil , 
lijtiqoarbonyl ,i 

acetyljamd 
i:l-iox^carbonyl:amip3i 



t:> 22 



trif luoromethyl , methd 
methyl sulphonyl , car 
formula -C (X 3 ) N (R 11 ) R* 
are independently sel^ 
together with the nitr 
form a pyrrolidin-l-yl 
Rp is selected from h^Htxijage 



sjgeh 
Pip: 



MARTIN A HAY 

■ n 



2003 



10 



AND CO 

I 



!fe1 
I 




dimethylaminomethyl , 
|i|^thoxycarbonyl , 

thyl amino -carbonyl , 



jcjjro, cyano, nitro, 
sulphonyl , 
hyl sulphonyl ami do , 
jjrl , ami no sulphonyl , 



according to claim 1 



.ere in X 3 j 
: £ ror n hy dnjjogd: 
2Ltom to :wjhiq' 
;bridin- 1-fyl 
ti and fluord 



@)019 



t- 



£L , fluoro, chloro, 

j 

<|]thylsulphinyl and 

fluoro, chloro, 
||thylsulphinyl , 

and a group of the 
i or S and R 11 and R 12 

methyl or ethyl or 
3|| they are attached 
morpholino group) ; 
or 



n 
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R Q and R m or R m and R p 
R D and R m together witfij 
form a 6 membered arylj; 



rom 



24 (previously present^) ;|: A 
wherein Cy is selected 
methoxyphenyl , 4 - carba 

25 (currently amended)-!: 
claims 1 15 , — 17 1Q and; 



which the alpha atom if 
result from constructic: 
where the NH2 represent 

2 6 (previously presenter 
comprises a compound dk 
least one pharmaceutical 

27 (canceled) . 
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: 22 i 



an -OCH2P- sproup; or 

ring to'iifrhicph they are attached 



yiiphteny 



compound as c 
1- 5, 7-^0, 



iroJm 



P ar "t 



28 



(canceled) 



2 9 (currently amended).^ 
non-human animal body •: 
from venous thrombosis 



thrombosis , myocardial; \ 



cerebral thrombosis , wfe; 
body an effective amouipJ| 
formula (I) : 



[) ; = Pi 
Iclaij 
ate 



schalem ia , myqcajfdial infarction and 



@020 



according to claim 1 
-cmlorophenyl , 2- 
natphthyl - 



the confo 
a D - a - ami 
ol X-X 



irmaceut 



pha 

ted in cl 
ceptabie 



cpmpri 



aimed in any one of 
1 3-14 and 21-24 , in 
mat ion that would 
oacid NH 2 -CH (Cy) -COOH 



airi 



carrier or excipient. 



cal composition, which 
1 together with at 



A;;mefthocl of j treatment of a human or 

tic disorder selected 
mpnaiy eipljol jfsm, arterial 



ses j administering to said 
serine; protease inhibitor of 
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3^ 



wherein : 

R 2 isj_ 

(i) phenyl option 



be ing 

4 position by halo, nijtjro;? jahial / 



a 1 ky 1 hydra z i do , ami no , ; : 



alkynyl, acylamino, trli 



MeS0 2 - or R i , and optimally 



amino, hydroxy, halo, ja|p kyl 



amido, atninoal kyl , alkjq jycy 
( i i ) napht h- 2 -yljj 



position by halo, haloja 



hydrazido, alkylthio, aikeflrlmL , al k yriyl prr ^ and optionally 



substituted at the 3 



carboxy, cyano, amido, 



Ciii) isoquinolinb 



5-yl, inda^ol-S-yl, bear 



optionally substituted 



t . 



22 



:yail6 



or, 



or 



pptpjd na lly substituted at the 6 or 7 



IkcbcY 



haloalkyl, cyano, nitric 



alkynyl or 

(iv) benzimidazolj; 



substituted at the 2 p:C 



_(v) thien-2-yl or 



the 4 or 5 position byi; 



nitro, amino, hydrazidjs 



(vi ) 3,4 -methyleri^dicix\fche iiy l , } $ , 3 



3 , 3-dichloro-2 -oxo - incicijp. - 6 - 



(vii ) benzothiazoi :^2^1 



tetrahydroimidazo [1 , 2 J 



cimiria 



zotihj 



=it -the 



/ ■ 



atr?a 



chien 



ha 



id, 



aiilik £l 1 hi o, ; ialkfcnyl, alkynyl or R -] ; 



2003 
2 0 - 

r 

(i) 



i f 1 norom : ettipxy, carboxy, acyloxy , 
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hal oalikyl; 



-Lp 



substituted in the 3 and/or 



hail oa lkoxy , hydrazido, 



alkylthio , alkenyl , 



subs titute 1 i at the 6 position by 



cax-b oxyij ajLkoxycarbonyl , cyano, 



_alk ylth ! 



l ! Io; 



ha,] oaiiKyl 



n by amino 



alky3 , alkoky or alkylthio; 



i nfiol -5j- yl 



b iti.Qln by amilno;. 



cyano, nitro, amino, 



hydroxy , halo , alkyl ,_ 



indol - 6 -yl , indazol - 



ofc benzisoxazol-5-yl 



azol-6- 

position by halo, haloalko xy, 



no, h ydrjazijio, alkylthio, alkenyl, 



or henzbfchiJk'zol-6-yl optionally 



-3 - yl opjtio: lally substituted at 



ha Loal i<©x;£ 



haloalkyl, cyano, 



yl. o r l-mlethyl-3-aminoindazol-5-yl ; 



iraj da zip [1 



] pyrimi d in -2 



dihydroindol - 6 -yl , 



2-a] pyrimidin-2-yl or 



@021 
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(viii) pyrazol-2' 



position by halo, halo&lkaxy 



hydra zi do , alkylthio 



(ix) pyrid-2-yl c^jtioiia 



by halo, haloalkoxy, hfe j loall kyl , cyano 



hydrazido, alkylthio, 



by halo, haloalkoxy, 



hydrazido, alkylthio, jjc .p .kerty'l 



(xi) benzofur-2- 



position by amino, hyc 



amido, aminoalkyl , a!3 



position by halo, halol 



i 



it 



h ydrazido, alkylthio, &j1.keriLyl, alkynyl 

jjticjn ally eubst 



(xii) indol-2-yl 



nitrogen atom by alkylj 



6 position by halo, h 



amino, hydrazido, alkyjjl . 



(xiii) indol-6-y 



hydroxy , halo, alkyl 



aminoalkyl , alkoxy or 



the 3 position by hal 



I 



amino, hydrazido, alkyjjl 



(xiv) benzo 



3 position by amino 



amido , aminoalkyl , al 



[b] thdj opheiji 
ino ; hjyjdrojj:' 
I, allJc>txyid: 



hydrazido, alkylthio, jja 



Ri is hydrogen; 



ilkanoyl ; hydroxy a 1 ky ij 



alkylaminocarbonyl ; aHfofy-larhj, 



(CONH s ) or amidomethyll] 



. i 



MARTIN A HAY AND CO 



\ L optio^^lly substituted at the 5 



n 



! ojgtii 
bxyj 



pcy :;or 



jl koky 



2 0 03 
21 - 



hal oalkyl 



l ke : njil, alkynyl 



or R i ; 



lly substituted at the 5 position 



nitro, amino, 



b- ke'ijy 1 , ^ ] ky ny 1 



or R 1Z 



lly subst it ut ed at the 6 position 



_cyano / 
alkynyl 



nitro, amino, 



ona l ly subs tituted at the 3 



halo, alkyl, carboxy, cyano, 



la nd j c ptionally sjubstituted at the 5 or 



oalkdxy , haloa lkyl , cyano, nitro, 



i;hio 



i^rbow, alkoxyc a r bonyl , cyano , ami do , 
o a nd optionally substituted at 
haldalko xy , haloalkyl, cyano, nitro ; 
alk enyj, alkynyl or R yj ; or 



thicb 



jdro^h [ j_ hal o, alkyl, carboxy, cyano, 



dro 



alkylthio 
, haloalkyl 



tituted 



0:3 alkylthio 



t 

position by halo, halcfolko ^vL _ h aloalkyl, cyano, nitro, amino, 



I keifc^l , alkynyl 



al)kc xyal kyl ; al koxycarbonyl ; 



, cyano, nitro, amino, 



R t ; 



and at the 5 or 6 



cyano, nitro, amino, 



or R X j ; 

on the indole 



alk enyl, alkynyl or Rijj _ 



i tuned at tjhe 5 position by amino, 



2-yl optionally substituted at the 



and at the 5 or S 



or 



-Klji. 



; alkoxy; alkyl; alkylaminoalkyl ; 



no ; carbo xy 1 ; carboxymethyl ; amido 



12)022 
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Rnj is: hydrogen,^ 



ct. -2J 



hydroxyalkyl ; alkoxya] 



hydj-d xy ; al koxy;] 



carboxyl ; carboxymeth#;; arfiljdo (CONK ? ) lor amidomethyl ; a 5 or 6 



memborcd arom^fe - i^s -- cartjoh rjiflg e-p tionally interrupted by a 



nitrogen, — oxygen or 
oubotitutcd in the — 3~ 



point of attachemcnt dz. X;;5 



haloalkoxy , — hydra zi do , 



haloalkyl , — alkyl thio, falkcfo 



fuocd ring which io — a 4y of 



difluoromothoxy , carbdpy H^flyl -oxy? — MoSQfe . — or R3--7 — or the 



oubotituonto at the 3 ffi frHHrg ^ i b-i-ess- - taJccn - together ■ form a 



-het erocyclic ring optional -. 
haloalkyl , — syano > — nit Jf sjy — IfL 



•Hie-;- 



aromatic ring etc) — by amiiii 



alkoxycarbonyl / — cyano , 
with the proviso that 



X-X is CONH 



each X independently iri a: 



tL'2 9# TLnot ^ e amirioisoquinolyl ; 



— O or Sj 



€4^4^.4-5- - o-r - DTR^ group,] 



each Rq -& . independent! 



alkoxy, — alkyl , — aminoa] 
alkoxycarbonyl , — alkyl c 



acyloxymethoxycarbonyi 



kyd3?e34y7 — alkyl amino, 



1 



-R^. io ao dofinod 



una ub o t i t u t e>d ami no a - l - te y 3^ 

■ 

Y (the a-atom) i~ 
Cy is 2-trif luoro frethl 



2 - ethoxycarbonylmetho: 
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1003 



22 



alkyl ; alkanoyl ; 



lkoxyc arboriyl ; alkylamino ; 



g^-ia g atom rr-'feff tionally being 



(in- relation to the 



4- po-si-trarOnH- 
by halo> — iih-tro , — thiol , 



hy d \?a a i do , lami no , — cyano , 



i-7 — alkyny 1 ,\ acylamino , — tri or 



ffle mbc r od djarbo oyo lie - or 



e-frb otitutG,d by halo, — haloalkoxy, 



alkynyl opt R ^j- — and aptio^a: ly auba'ti tinted in the pooition 
alpha to the X X group *— ^r-if 



6 poaitiohj for a oix momborod 



hydroxy , — Irjlalo, — alkyl , — qarboxy, 
: — ominoalkjil , — alkoxy or alkylthio 



atom or a CO, — OR^- 



at-;lfeao fc one X being C, — GO-? — GR^-w 



roproocnto ) 



lydroxyalkyl 



7 — alkoxy alkyl , 
lfcoxycarbonylamino , 



■ky lami no optionally oubatitutcd by 



-oxe , — st^yi 



provided that K^. io not 



group; 



■thio phenyl j 



hydrogen or hydroxyl , 



Bj 023 



or - cycloalkyl ; 



2-dimethylaminophenyl , 



rl , an op eion ally substituted: 
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phenyl, naphthyl or cyjpj Lgai 



22 



jjjwl group, or; a phenyl group 



substituted by R ^jX-j iii; whilgp X j is a bond, Q, NH or CH ? and 
R-^j is phenyl, pyridylfer 



by R ^ a io a oaturatcd 



homocyolio groups — opt iplha lift 

each R3 a independent ly 
aralkyloxy ; carboxyallcfc fxy ;. 



hydroxymethyl ; carboxyj-ji alMc ; fcy a 1 k yl ; alfcoxycarbonyl ; 



lomet 



nitro; thiol; alkylthi 



al 



a 1 kyl sulp honam i do ; a 1 ,1 . ami 



grcjoap 



haloalkoxy ; haloalkyl ;a;ia 
(wherein X 3 is 0 or S phd EH 
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rimi dinyl optionally substituted 



fetHra-t eeh — mono or poly cyclic , 
-subs-t 



is hydrogen] 



Ikyl ; alkyljaminoalkyl 



hyl; CONEb ;j 



alkylaminocarbonyl ; an 
6C) alkahoylamino; alkolgycairfrfcnyl amino; ^Tnino; halo; cyano; 



> : yl'3u 1 phonyljj? alkylsulphenyl ; 



ho 



selected from hydrogen^!; mejtm yl , ethyl, jbr together with the 
nitrogen atom to whichjithely [are attache^, form a pyrrolidin-1- 



yl, piperidin-l-yl or |nbrpljQ|l-lno group ;jj or -OCH ^ O- which is 



bonded to two adj acentjSririg 



cyano , — nib - go,- t hio l 
alkyla*alphQnyl , 



alkylimidacolyl , — thia 



oxazolyl , — al]cyl3ul - phon ^mir 
am i- n o g ^ a. - 1 - phonyl , 



indopondcnt ly a c 1 cc t cdU'f )r< 




f o.n u a pyrrol idin 1 



p. tpc 



1 *l c < ar\d < T^ j n ' ro QfV ^ 



1 



1 a nd R^ 2 a&re independently 
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t 




hydroxy 1 ; alkoxy ; 



CH ^ CONH ? ; (1- 



)suip honyl ;\\ aminosulphonyl ; 

of the fjprmula -C (X 3 ) N (R 11 ) R 12 



atoms in Cyj^pi-; — amino , — halo , 



o lkyl sulphonyl , 



d*reejry4 T feotrazolyl , — hydra gi do, 

3 

Llcyl thiagqlyl , alkyloxazalyl , 



a 1 1 cy 1 am j. ncj pu lphony 1 ■ > 
ka-iori lkyl , ja group of the formula 



:B—0 or S; ;p.nd R" ^- 
hydrogen, — Trjcthyl or ethyl — ea? 



are 



feeg ethor with the nitrogen \c : fcret ft -t. e—wh i ejk they arc attached 



3e±^i.L-fi— 3r— y l ;br morpholino group) , 



es? — QGH^lQ — which is bo& de d fcb two adjacent ring - atomo in Cy 
Xi is a bond, O, |NH dr 
R 3i ^ s phenyl, pyftidy;: 
substituted by R3 a ; a 



|ch 2 ; 

or pyrimidiinyl optionally 



©024 
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L is CONH , CH p NHdlii CQN HCH-i { COflHcfecH? or CON (Me) CH -peaa 



organic linker group 



from C, — W-7 — O and 



Lp (D) n is of the -ji 



in which: 

r is 1 or 2 ; 
X a is CH and X b l£ 
s , t and u are eajpjh 
L a and L]q are eacr 

bond, C=0, O and NR le ,* 

6C) alkyl ; 



pi which Rj_ e is hydrogen or (1- 



G is (1-6C) alkanep |yl ; 
R 10 is (1-6C) alkyii 



unsubstituted or subst' : fejj| 
pyridyl; tetrahydropyrj 
{which is unsubstitutei 
[wherein R 3 is hydrogeiji 
SC) alkylamino (1-6C) al. 



hydroxyallcyl — (optionally oubAt i-fe^edr 
alkoxy , — ©aee^ — aryl or ci 



alkylaminocarbonyl , aljkj 
a cy 1 oxyme t hoxy c arbony 1 1 
aminocarbonyl (1-5C) alki 



hydroxy , — alkyl amino, — a£ |x>xy;j, j | oxo, — as?^l 



methyl amino , dimethylawno , ; _ atby lami^o, \ 



alkylamino , alkoxy » — estie 



tair -prftg 4 . to. 



||(CH 



0 dr 1 ; 
independent!} 



1 a - mimoal ky^tr- 
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aubotitutcd by hydroxy; H±3rkjy Lam:i no, — e- lkbxy , — oxo , — aryl or 
cycloalkyl) , (1-6C) hydt^ x yaWkyl , carboxy, carboxy (1-5C) alkyl 



xyc k tbon y 1 ami! no 



ami: :i: 3mgth,yl , ; 



acetylamino alkylamino' (op - baLonal 1 v e ii b otlitutcd by hydroxy. 



5 paolcbone afaomo selected 



■ or cyclic group ; and 



10 



selected from a single 

'j 



and 

6C) cycloalkyl [which is 

by (1-6C) ajikyl] ; indanyl ; 
tetrahydiothiopyranyl ; phenyl 
substituted j:>y one or two R3 groups 
hyd ; roxy 1 , a3 koiey , (1-6C) alkyl, (1- 
(jl - 6 C ) alkanoyj a - lkyl — (optionally 



T 



h ydroxy, — alkylamino, 
loajLlkyl -) , alkox^ralkyl, alkoxycarbonyl , 



a minocarbonyl , 



optionally aubotitutcd by 



or oycloalkyl) , 
formyl amino , 



amino, halo, 



@025 
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cyano, nitro, thiol, 



alkylsulphenyl , triazq? 
alkyl imidazolyl, thidskfrlyl 



oxazolyl , alkyl sulphoi^ljnidc 
aminosulphonyl , haloalji pxy r 
group of formula: 



22 



kyltitii 



in which v is 1,2 or 3gj 
CH or N (provided that| 
and R^l ^ s hydrogen , j| 
6C) alkyl; provided thailj 
when Xb is N, L. a 



13 % 



or C=0; when Xv, and X£ 

1 



(G) t - (Lb^u represents jj^: 

represent N, the alkylj 

i 

carbon atoms; ! 
or Rio is hydrog^ 



or the compound 



mcfehoxybengoyl D > L — (2 ,±l.rlf Ivk erortie thylth 



32 (currently amended)^ 
wherein: 

R 2 is is selecte 



ble salt the!!reof . 



gl - y - oi - nyl] aminomcthyl ) 'j3i.l is -ag gej^ y-lpipcrrdinc ; 
or a physiologically-^ .ler; 

30 (canceled) . 

31 (canceled) . 



one 



from 



o, alkylsu 
mid^zolyl , 
alkyl 
aDcylami 
or ha 
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iloalk^fiL] 



iphonyl , 

jtetrazolyl , hydrazido , 
alkyl oxazolyl, 
Iphonyl , 

}, pyrrol inyl; or a 



thi^ zolyl 



ncjsu 



Ml 



of x c and 



y/her} |v i» l, x c 
j-6C);dilkyl or wheSh 
wh^^J t is 0, tlifie 
bond br C=0; wh^b. 
are iHpth N, t i 
i aljJfjyl qroup atilld 
cfroildl contains 



and S/ t and u 
fljfetl-a -<-£■) — fete 



one of the 



@026 



is N and the other is 
and X<j are not both N) ; 
X3 is CH, hydroxy (1- 
sum of s and u is 1; 
X c is N, Lb is a bond 
j 1; and when (L a ) s - 

Xb and x c both 
t least two chain 



are each 0 
t io 1 { [4 



iophcnyl) 



A compound according to Claim 1 



formula (A 1 ) to (H 1 ) 
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M3 



wherein X4 is O or S, 
chloro or methyl and 
ethyl, fluoro, chloro, j| 



selected 
belftcted fr 
isthoxy and 
hydrogen, methyl ,. fluoSo , dnLoro and 



XX rcprcacnto CO$ 



Y (the a -a. torn) xag'jfcll - ^H^-has the c 



result from construction fx 



NH 2 -CH (Cy) -COOH where [the M£ 



Cy is 



m.3 1 

is 
knci 




S 



GTI 



MARTIN A HAY AND CO 



@]027 



2003 

26 - 



(B-) 






(C) 



: (E') 



f torn 



hydrogen, fluoro, 
Dm hydrogen, methyl , 
k^s is selected from 



amino; 



bnformation that would 

a D-a-eimilKoacid 
2 represent 9 part of X-X; 



i 
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22 



wherein: 



R Q is selected f^jia 
trif luoromethyl , metho^y, m,^|thy 
methyl sulphonyl ; 



^m 



is selected fit* 



trie 



me 



trif luoromethyl , methc^y, 
methyl sulphonyl , carbc§&y , 
formula -C (X 3 ) N (R 11 ) (wh. 
are independently selected 
together with the nitx^ijen 
form a pyrrolidin-l-yl$,j j pip 
and 

R n is selected fxrSdjm hyd 



hyarog* 



and R m or R m af$£fcl R 



m 



R Q and R m togethe^j wit 

attached form a 6 memb$rod 

33 (previously presented) 
wherein 

" f : 

R2 is 4 -methoxypftG nyl , 
yl , S-chloroindol-2-yl^|| indd>p_ 
methyl indol - 6 -yl ; 

Cy is selected frblm pli 
methoxyphenyl , 4 - 



carba^ipylghi 



MARTIN A HAY 



CO 



@028 
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it 

UK 



dro 



en; met 
thylthio, r 
thoxycarbo. 
eprein X 3 is 
from hydrog 
c.tom to whi 
erid ! n-l-yl 



gen, met 
Ithio, 



rocjen : and 
form an -OC 
the* ring 
afryl ring; 



rl , fluoro, chloro, 
ithylsulphinyl and 

rl , fluoro, chloro, 

ithylsulphinyl , 

rl and a group of the 

or S and R 11 and R 12 
methyl or ethyl or 

they are attached 
•>r morpholino group) ; 

uoro ; or 
2O- group; or 
which they are 



. ,i€^H# a €S 8 _or CQN(Mo)CII ^ . 



compound 

3 -amino- 4- 
6-yl, 3- 



nyl, 2-chl 
5 nyl and n 



:cording to Claim 3 2 

llorophenyl , indol -2 - 
iloroindol-6-yl or 3- 

rophenyl , 2 - 
bhthyl ; and 
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L P(D)n is of the ;I 



wherein : 



q is 1 or 2 ; 
R s is hydrogen, -j fierce 



ft . 22 



ormu! 



0, 1 or 2 ; wherein R c diki pyridyl 



bear a fluoro, chloro/!jmeth> 1 , 
methylaminosulphonyl , .obi metl: yl 



methyl sulphonyl amino , tf^tb 
and R e and Rf are inde; 



oxy 



^ndeiibly 



CHR e Rf is (3-6C) cycloalljkyl 



hydroxymethyl substittfeht at 
the substituent is notHpbonde \5. 
to L) , tetrahydropyran;$i , te 
(which may bear a 1-mewiyl 



l ! i ! 



may bear a 1 -methyl suifstitu 
tetrahydropyranyl , teti>|a.hyd. 
piperidinyl rings are rljbt li 



group through a ring riajtroge 
adjacent to a ring oxy^^n, ;s 
2-yl] . 



34 (currently amended) :| I A . 
wherein 

R 2 represents: 
(i) phenyl optioijally 

: i'jij 

4 position by fluoro, «ilorc 
dif luoromethoxy , trif lwronic 
trif luoromethyl , methyjilthio, 
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a : 



(CH 2 ), 



2/q 



tfhich :may bg 
the 3- or 
to the CH| 



[2)029 



c , -CHR e #* or -CH 2 -CHR e R f [c is 



L or phenyl (which phenyl may 

OONH 2 , ^2^2 > 
aminosul^ionyl , 

or methylj&ulphonyl substituent) 
hydroge^i or C 1 ^ 3 alkyl; or 

ar a methyl , ethyl or 
-position, provided 
group which is bonded 
trahydrothi|ppyranyl , pyrrol idinyl 

liH.ituent m piperidinyl (which 
snt) (provided that the 

hi opyr an^H , pyrrol idinyl and 
piperidin-1 , 4-diyl 
ring carbon atom 



sub 



4 at 



jjnked to th 
n atom or a| 



alfur or nifarogen atom) or indan- 



d impound accf 



rding to Claim 2 



Deing : substituted in the 3 and/or 

bromo, iq|o f nitro, 
zhoxy , ami nil) , cyano , 
vinyl, caiSoxy, acetoxy, MeS0 2 -, 
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hydroxy, methoxy, ethq: 
methyl ami no, ethylaminoj or 
at the 6 position by ariiino, 
cyano or aminomethyl ; ;||| 

(ii) naphth-2-yl id 
position by hydroxy an ||l options l.ly sub 
position by amino or hydroxy 

(iii) isoq^inolinHi'b-yl , 



methyl. , methcijpycarbonyl , 

mido,;and optionally substituted 
hydroxy , f |§r>ro , methoxycarbonyl , 



ptioriklly substituted at the 6, 

Ik 

"ltuted at the 3 



5-yl, indazol-6-yl , benjzdthi 



optionally substituted 



lat tfc. 



amino , methyl or methox^; 



( iv) benzimida zol H 



substituted at the 2 position 



ihhien 

■:Tie 



yl 



yi 



pyriihid 



subst 



(v) thien-2-yl or 
the 4 or 5 position by 

(vi) 3 , 4- methylene^! 
3 , 3-dichloro-2-oxo-indc$.-6- 

(vii) benzothiazoij 
tetrahydroimidazo [1 , 2 -a!] 

(viii) pyrazol-2-yjL 
methyl ; 

(ix) pyrid-2-yl opjtiona 
by chloro; 

(x) pyrid-3-yl opfziona 
by chloro ; 

(xi ) benzof ur-2 -yl 
position by chloro, met 
by methyl and at the 6 I Bos it 

(xii) indol-2-yl opt. 
nitrogen atom by methyl 
6 position by fluoro, c 



;-yl 



optitbna] 



iyl or 



ional 



and 
iloro 



MARTIN A HAY AND CO 



indol-5-yli|v indol-6*-yl, indazol- 
azol-6-yl gM;;; benzisoxazol-5-yl 
s 3 posit icm. by chloro, bromo, 



(2)030 



f 



2003 
29 - 



I 

:li 



3-yl optio 
hio,. metli 
2,3 
or 1- met ft 



thylt 



oxyphcnyl 



or benzothiMzol-6-yl optionally 
by amino ;| p 

aally substituted at 
Jrl or acetyl ,- 
Iciihydroindol-S-yl , 
||l - 3 - aminoindazol - 5 -yl ; 
[2 -a] pyrimidin- 2 -yl or 



imidazo [i| 
id j n-2-yl ;j| 
.ituted abj 



.lly substitr 



lly substituted at the 4 position 



the 5 position by 
Ited at the 6 position 



Xy. subsit! 
methoxy, ;e 
ion by methjofxy; 

ly subsbii 
optionally 
bromo, me 



jituted at the 3 
Jb the 5 or 6 position 



lilted on the indole 
;||ubstituted at the 5 or 
hyl or methoxy; 
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Oct. 2: 



(xiii) indol-6-yi j substi tutaid at fee 5 position by 



chloro, fluoro or hydrpxy aijd 
position by chloro or 

(xiv) benzo [b] thi 
3 position by fluoro, 
substituted at the 5 q± 6 p6s 
hydroxy, or methoxy; 

X X rcprooonto CO ! 



Y (the a-atom) is 
result from construct^ 
NH 2 -CH(Cy) -COOH where \\ 

Cy ia an optional!! 



cyoloalkyl grc vup-y- 



R3 a is selected friom hydro 



MARTIN A HAY 
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aid 



rem 



N&2 



•R^— 'o u bntitutfljd 



methyl, ethyl, methylaRpinomet 
hydroxymethyl , carboxylj methoxy 
ethoxycarbonyl , methyl; apiinoc: arb 
aminomethyl , CONH2 , CH|jcONB 2 
methoxycarbonyl amino , Idjbhox^jc 
butoxycarbonylamino , ailji no , 
thiol, methylthio, mefcfljylsui 
methyl sulphenyl , methyjisulphony 



methylaminosulphonyl , 
trif luoromethoxy and tii 



ethy^ 
if luor 



-Ij-Lp(D) n is of tije formula 



wherein 



AND CO 



optional 
or 



1031 



2 yl optionally substituted at the 
or methyl jj and optionally 
sit ion, by Jluoro, chloro, methyl. 



j 



has: the 
a D-a-am 
represents 



information that would 
^rioacid 

part of X-X; 
phonyl , — naphthyl or 



gen, hyji 
hyl , . dimetl 
methyl , 
onyl , d 
acetyl a, 
arbohyl 
fluoro, c 
phonyl , e 

i 

Lamido, | 
arnlnosu 
omethyl ; 



r oxy 1 , me t hoxy , e t hoxy , 
My 1 aminomethyl , 
rnethoxycarbonyl , 

i thyl amino - carbony 1 , 



3 met 



mi no, 



amino 



Iphpnyl 



and 



'(CH 2 ) 



N-! 

(CH 2 



2's 



y substituted at the 3 



t- 



hfjpro, cyano, nitro, 
sulphonyl , 
t hyl sulphonyl ami do , 
, amino sulphonyl , 
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q is l or 2; 



s is 0 or 1; and 
R s is -<CH 2 ) C -R c ,jj 



or 2 ; R c is pyridyl or 

i 

chloro , methyl , CONH2 ,1 
dimethyl aminosulphonylj 
met hy 1 sulphonyl subs t i fh,i{$nt ) 
hydrogen or C 1 _ 3 alkyl; 
bear a methyl , ethyl odf 
4-position) , cyclohexyi 
hydroxymethyl substitui 
tetrahydropyran-4 -yl , 
yl (which may bear a lij 
(which may bear a 1-mejdjnjtal is 



35 



(previously present*^ 
wherein Lp(D) n is selefc 



1 



BHRjRj:, jpr -CHjj 
£$en$l (wiiich p 



S^NBb, methyl a- 



andil Ro aac 



4 CHR e Rf| is cycijope 



: J 2 



lydir oxyriip t hyl s ilb s 

ii ? : 

ijwhd ch may bear 

f thts 3- 



p^irahydrothiopy: 



th} 
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1 aubstituej$it 

J , : ; 

ubstituent ) 




I 



200& 

31 1 



, rnjRtnylaTC 
tie tlhlylsiA phony '\ a: 



compound according to Claim 34 
fjrom 6ne of the following formulae: 



1032 



CHR e Rf [wherein c is 1 
nyl may bear a fluoro, 
i no sulphonyl , 
mino, methoxy or 
^Rf are independently 
:ntyl (which may 
tituent at the 3- or 
'a methyl, ethyl or 
4-position) , 
in -4 -yl , pyrrolidin- 3 - 
, piper idin-4-yl 
or indan-2-yl] . 
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-Nl 




Nl 



wherein m represents 0:| 

36 (canceled) : 

37 (new) : A compound aig' 
selected from phenyl, 
bromophenyl , 2 - iodopheijjj 
ethoxyphenyl , 2 -methyl:t|j 
butylthiophenyl , 2 - t-bii 
2 - 1 r i f 1 uo r ome t hy 1 pheny Dj 
trif luoromethylthiophen 
2 -nitrophenyl , 2 - amino; 
dimethylaminophenyl , 2 pj 
methoxyphenyl , 2 - carbo: 



Lai 
Lu 

2 

3 

Is 
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med in Cla- 
roph£*iyl , 

metinylphei 
anylj ! 2 -met 



Ml 



fonylphen^ 
riflioromet 
-phciaoxyphe 
^cetyl* 
"ienyl, 
Jbxypjjienyl 



rdkypl- 
tri 



1, in which Cy is 
chl or opheny 1 , 2 - 
1 , 2 -methoxyphenyl , 2 - 
ylsulf onylphenyl , 2 - 1 - 

4 - carbamoylphenyl , 
ioxypheny 1 , 2 - 
ryl , 2 -benzyloxyphenyl , 
inophenyl , 2 - 
jjethoxy car bony 1 - 
ici cyclohexyl . 
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